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I, _Pjgj Kan . hereby declare that! 
I am a citizen of JRepybJicofChma_; 

I have the following mailing address; 195. Sec. 4. Chung Hsi ng R<L. ChutunE, Hsmchu, 
Taiwan 3 1 040, R..O.C ; 

111 the year _iS?Jl_ I earned a JPh.D. from National TsingHua University, Taiwan ; 
I have been employed as a Researcher at _ Industrial Technology Research Institu t e 
since 1999 : 

I am aa inventor of the above-identified appKcatioa; 

I am familiar with the outstanding Office Action dated July 7, 2010, and the references 

cited therein; and 

My opinion is as fellows: 
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I reviewed PubMed on the issue of buret release of polymer microspheres. I found at 
least four review papers supporting the argument that a burst effect always occurs in a polymer 
microsphere system because drugs may reside on or close to the surface of the microsphere 
during emulsion-preparation. These papers were submitted with the response filed on December 
7, 2010, in the present application. I assert that the presence of a burst effect in Sawiae/e 
microspheres can be explained clearly by these review papers. It would also have been 
reasonable for a skilled person to expect that a burst effect must happen in Sawhney's system 
even if Sawhney's sytem is combined with Jeong's hydrogel. 

Most of the papers and data cited in the review articles were published before the filing 
date of the present application. For example, references 1 & 2 (see below) were accepted In 
2003, so all the data and cited papers had already been published before our filing date. As 
another example, the table of reference 3 mentions that the burst problem was reported in ref-63: 
"Release of recombinant human interleukin-2 from dextran-based hydrogels. J. Control Release. 
78:1-13 (2002)." 

References; 
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(2) Polymer microspheres for controlled drug release. International Journal of Pharmaceutics 
282:1-18(2004). 
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(4) Analysis of initial burst in PLGA nricroparticles. Expert Opto, Drug Deliv., 5(6): 615-628 
(2008)* 

All statements made hereto of my own knowledge arc true and that all statements made 
on information and belief are believed to be true; and further that theses statements were made 
with the knowledge that willful false statements and the like so made are punishable by fine, or 
imprisonment, or both, under Section 1001 of Title 18 of the United States Code, and thai such 
willful false statements may jeopardize the validity of the above-captioned patent 
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